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66. (new) A compound of the formula 




(CH 2 ) n COR b 



or a pharmaceutically acceptable salt thereof, wherein 



is a 4-8 membered monocyclic ring onY-12 membered bicyclic ring; which ring is 
optionally saturated or unsaturated, which ring is optionally substituted with one or 
more substituent selected from the groupVonsisting of alkyl, haloalkyl, aryi, 
heteroaryl, halogen, alkoxyalkyl, am inoalkyk hydroxy, nitro, alkoxy, hydroxyalkyl, 
thioalkyl, amino, alkylamino, arylamino, alkyl^ulfonamide, acyl, acylamino, 
alkylsulfone, sulfonamide, allyl, alkenyl, methyfjgnedioxy, ethylenedioxy, alkynyl, 
carboxamide, cyano, and -(CH 2 ) m COR; 



m is 0 to 2; 

R is hydroxy, alkoxy, alkyl or amino; 
A 1 is a pyridinyl of the formula 

R k A'-\- 

optionally substituted by one or more Reelected from the glfoup consisting of 
hydroxy, alkyl, alkoxy, alkoxyalkyl, thioalkyl, haloalkyl, cyano, \jamino, alkylamino, 
halogen, acylamino, sulfonamide and -COR; 



R is hydroxy, alkoxy, alkyl or amino; 

with respect to Z 1 and Z 2 : 1 

Z 1 is selected from the group consisting of CH 2 , O, N, CO, S^SO, S0 2 , 
OH 



CH an d nr. 
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?l k is selected from H or lower alkyl; 



Z i^a 2 to 5 carbon linker optionally containing one or more heteroatom 
selected from the group consisting of O, S and N; or 

Z 1 - Z 2 contains a moiety selected from the group consisting of 
carboxamideYsulfone, sulfonamide, alkenylene, alkynylene, and acyl; 



wherein the carbon and nitrogen atoms of Z 1 - Z 2 are optionally 
substituted by alkyl^alkoxy, thioaikyl, alkylsulfone, aryl, alkoxyalkyl, 
hydroxy, alkylamino, Weroaryl, alkenyl, alkynyl, carboxyalkyl, halogen, 
haloalkyl or acylamino; ^ 



wherein Z 2 - Z, is attached to 
relative to the X 1 substituent; 




at the para or meta position 



n is 0 to 2; 

R° is selected from the group consisting of hydrocjen; alkyl; halogen, hydroxy, 
nitro, alkoxy, amino, haloalkyl, aryl, heteroaryl, alKDxyalkyl, aminoalkyl, 
hydroxyalkyl, thioaikyl, alkylamino, arylamino, alkylsulfonylamino, acyl, acylamino, 
sulfonyl, sulfonamide, allyl, alkenyl, methylenedioxy,\thylenedioxy, alkynyl, 
alkynylalkyl, cart)oxy, alkoxycart)onyl, carboxamido, cykno, and -(CH 2 ) m COR; 

X 1 is selected from the group consisting of -0-, CO, S0 2 ,\lR m and (CHR p ) q ; 

R m isHor alkyl; 

R p is H, alkyl; alkoxy or hydroxy; 
q is 0 or 1 ; 

with respect to X, X 2 and Y: 

X 2 is selected from the group consisting of -CHR C -, CO, S0 2 , O, NR f arkl S; 



R f is H or alkyl; 
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1 is selected from the group consisting of H, alkyl, hydroxy and alkoxy; 

X orW are independently selected from the group consisting of -CR 9 - or - 
N- wherein R 9 is selected from the group consisting of H, alkyl, haloalkyl, 
fluoro, artaxyalkyl, alkynyl, aryl, heteroaryl, aralkyl, heteroaralkyl, 
alkylsulfon\hydroxyalkyl, hydroxy, alkoxy, and carboxyalkyl; or 

the group X-X 2 ->Uontains a moiety selected from the group consisting of 
acyl, alkyl, amino, other, thioether, sulfone and olefin; 



0 



^2 forms a 3-8 memltered monocyclic ring system; or an 8-1 1 
membered bicyclic system; optionally saturated or unsaturated; the 
monocyclic ring system optionally\pntaining 1-2 heteroatoms selected 
from N, O and S; the bicyclic ring sy^em optionally containing or 
optionally containing the group such aSkS0 2 or CO; and optionally 
substituted with one or more substituent^elected from the group 
consisting of alkyl, halogen, cyano, carboalkoxy, haloalkyl, alkoxyalkyl, 
alkylsulfone, aryl, heteroaryl, arakyl, heteroar^kyl, or alkoxy; 

R b is X 3 - R h wherein X 3 is selected from the group consisting of O, S and NR j 
wherein R h and R j are independently selected from the groug consisting of H, 
alkyl, acyl, aryl, aralkyl and alkoxyalkyl. 

67. A compound according to claim 66 
wherein 

A 1 is selected from the group consisting of 



H 



ff and R f )| 3^ 




Z a is selected from the group consisting of H, alkyl, alkoxy, hydroxy, 
amine, alkylamine, dialkylamine, carboxyl, alkoxycarbonyl, hydroxyalkyl, 
halogen and haloalkyl; and 

R 1 is selected from the group consisting of H, alkyl, alkoxyalkyl, acyl, 
haloalkyl, alkoxycarbonyl, pyridylamino, imidazolylamino, 
morpholinopyridine, tetrahydronaphthyridine, oxazolylamino, 
thiazolylamino, pyrimidinylamino, quinoline, isoqutnoline, 
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\ tetrahydroquinoline, imidazopyridine, benzimidazole, pyridone, and 
\ quinolone. 

68. A compound according to claim 66 

A 1 is selecteoNrpm the group consisting of 

x 5 \ x 5 . 

X 4 is selected from the group consisting of H, alkyl, branched alkyl, alkylamino, 
aloxyalkylamino, haloalkyl, tnjpalkyl, halogen, amino, alkoxy, arytoxy, alkoxyalkyl, 
hydroxy, cyano and acylamino^ 

X 5 is selected from the group consisting of H, alkyl, branched alkyl, alkylamino, 
aloxyalkylamino, haloalkyl, thioalkyl^halogen, amino, alkoxy, aryloxy, alkoxyalkyl, 
hydroxy, cyano and acylamino; 
X 6 is selected from the group consisting/of H, alkyl, halogen, alkoxy, hydroxy, and 
haloalkyl; and 

R 79 is selected from the group consisting of hydroxy, alkoxy, alkyl and amino. 

69. A compound according to the claim 66 

wherein 



the moiety A 1 -Z 2 is selected from the group consisting^ 

->80 



X4 i> NH ^' R erf 




X 4 is selected from the group consisting of H, alkyl, branched alkyl, alkylamino, 
aloxyalkylamino, haloalkyl, thioalkyl, halogen, amino, alkoxy, aryloxy, alkoxyalkyl, 
hydroxy, cyano and acylamino; 

R 80 is selected from the group consisting of hydroxy, alkoxy, alkyl andWnino; 
R 81 is selected from the group consisting of hydroxy, alkoxy, alkyl and arnino; and 
R 82 is selected from the group consisting of hydroxy, alkoxy, alkyl and aminjp. 

70. A compound according to claim 66 

wherein 

- X! is (CHR p ) q ; wherein q = 0; 

B is a 3-, 4-, or a 5-membered ring obtained by combining X-X 2 -Y; 
A is a phenyl ring substituted with R c ; 
n = 1 

71 . A compound according to claim 70, 



10 



09/882,186 




,CO,H 



l-z 2 — Z, 



wherein the\ring B is a 3-member cyclopropyl ring; 
Y = CR 9 ; 

wherein R 9 is selected from the group consisting of H, alkyl, haloalkyl, 
alkoxyalkyl, alkyn\aryl, heteroaryl, aralkyl, heteroaralkyl, alkylsulfone, 
hydroxyalkyl, hydroxy, alkoxy, and carboxyalkyl; 
A is a phenyl ring subsfyuted with R°; 
R b = OH 



72. A compound according to claim Therein R 9 is selected from the group 
consisting of 



R 83, 



y 



R 87 




H.alW CH 2 OH, CH^FT 



— ==— R 91 and CH 2 R 92 ; 

r 83 is selected from the group consisting of H, alkyl, OMe, OH, a^d halogen; 
X 7 is selected from the group consisting of CH2 and O; \ 
r 84 is selected from the group consisting of H, alkyl, OMe, OH, and halogen; 
R 85 is selected from the group consisting of H, alkyl, OMe, OH, and halooen: 
X 8 is selected from the group consisting of NH, NMe, 0, and S; 
R 86 is selected from the group consisting of H and Me; 
R 87 is selected from the group consisting of H and Me; 
r 88 is selected from the group consisting of H, alkyl, OMe, OH, and halogen; 
R 89 is selected from the group consisting of H and Me; 
B 1 is selected from the group consisting of 0, S02, S and CO; 
R 90 is selected from the group consisting of alkyl and aryl; 
r 91 is selected from the group consisting of alkyl and aryl; and 
R 92 is selected from the group consisting of aryl and heteroayl. 
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73. Xcompound according to claim 71 
whereni 

A 1 is seated from the group consisting of 



H 

x 9 -rsk 



H 



iand 




b93 



94 



X is selected from tfte group consisting of H, alkyl, and acyl; 

R 93 is selected from theygroup consisting of H, Me, OH and alkoxyalkyl; 

R 93 is selected from the gtoup consisting of H, Me, OMe, and OH. 



74. A compound according tqflaim 71 
wherein 

ring A is a phenyl ring; and 
Z r Z 2 and X r X are connected para to Sach other. 

75. A compound according to claim 74 wherein the phenyl ring is optionally 
substituted with one or more substituents selected from the group consisting of 
alkyl; halogen, hydroxy, alkoxy, haloalkyl, aryl, -nbteroaryl, alkoxyalkyl, 
sulfonamide, methylenedioxy, ethylenedioxy, alky%l, and alkynylalkyl. 

76. A compound according to claim 74 wherein Z\ is selected from the group 
consisting of CH 2l O, NR k , CO, S, SO, and S0 2 . 

77. A compound according to claim 74 wherein A 1 is select^! from the group 
consisting of 



MeHISL 



and 




78. A compound according to the claim 66, 
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<-z 2 — z A 




,C0 2 H 



wherein 

X 1 is (CHR p ) q Vherein q = o; 
A is a phenyl rinb substituted with R c 
B is a 3-member ngg obtained by combining X-X 2 -Y; 
n = 1 

R m and R n are selecte&from the group consisting of H, alkyl, halogen, 
alkoxy, haloalkyl, alkox^Jkyl, alkylsulfone, cyano, carboalkoxy, aryl, 
heteroaryl, aralkyt and heteroaralkyl; or 
R m and R n may from a spirocyclic ring system. 



79. A compound according to the claim\8 wherein A is selected from the group 
H 




and 



^95 



consisting of R 

R 94 is selected from the group consisting Srf H, Me, OH, and alkoxyalkyl; 
R 94 is selected from the group consisting ofH, Me, OMe, and OH; 
X 9 is selected from the group consisting of H jalkyl, and acyl. 



80. A compound according to claim 66 selected from thetgroup consisting of: 
2-[4-[3-(2-pyridinylamino)propoxy]phenyt]cyclopropaneacenlc acid; 

2- [4-[3-(2-pyridinylamino)propoxy]phenyl] cyclopentaneacetiotecid; 

3- [4-[3-(2-pyridinylamino)propoxy]phenyl] cyclopentaneacetic atid; 
2,2-difluoro-3-[4-[3(2-pyridinylamino)propoxy]phenyl]cyclopropar^e-acetic acid 
(2-{4-[2-(5 ) 6 l 7,8-Tetrahydro-[1,8]naphthyridin-2-yl)-ethoxy]-phenyH 5 cyclopropyl)- 
aceticacid; 

2-[3-methyl-4-[3-(2-pyridinylamino)propoxy]phenyl]cyclopropane-acette acid; 

2- [2-methoxy-4-[3-(2-pyridinytamino)propoxy]phenyl]cyclopropane-acetjc acid; 

3- bromo-5-fluoro- P , P -dimethyl-4-[3-(2-pyridinylamino)propoxy]-benzefl 
butanoic acid; 

2- [2-methyl-4-[3-(2-pyridinylamino)propoxy]phenyl]cyclopropane-acetic acid? 

3- fluoro- P, P -dimethyl-4-[3-(2-pyridinylamino)propoxy]benzene-butanoic acid 

3-ch!oro- p, p -dimethyl-4-[3-(2-pyridinylamino)propoxy]benzene-butanoic acid; 1 
2-[3-fluoro-4-[3-(2-pyridinylamino)propoxy]phenyl]cyclopropaneacetic acid; 
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2 [2 Wo^(3-(2-pyridinylamino)propoxylphen^^ ™* 

^thoX 3Cid: 

2 . t 4-[2-(3.4<ii^ 

cyclopropaneacetio^cid; 

3-[4-l3-(2- P yridinAno)pro P oxy^^ 

^Methanesu^ 
olnzo[1,3]dioxole-5-^ 

^oxazo.-5-yi^^ 

Widin-^ 

3Cid* r 

[2 -(4H2-(6-(2-Met^^ 

cvclopropyll-acetic acid; \ 
cyclopropylj-acetic acid; \ 
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.. [2 -(6-Acetylam^^ 

-2-(4-{2-[6-(2,2,2-trifluoro-ethylamino)-pyridin-2-yll-ethoxy}-phenyl)- 




cycioproHyii-acetic acid; 

2 K4-[2-feylamino-pyridin-2-yl)-ethoxyl-phenyl}- C yclopropyl)-aceticac.d 
y-ethylamino)-pyridin-2,yll-ethoxy}-phenyl)-cyclopropyl]- 



<ethoxy-( 



thylamino)-pyridin-2-yl]-ethoxy}-phenyl)-cyclopropy11- 



[2-(4-{2-[6-(23 
acetic acid; 

[2-(4-{2-[6-(2,2,2-THfluoro-el 
acetic acid; „ 

[2-(4H2-[6-(3-Methoxy\pylamino)-pyridin-2-yl]-ethoxy}-phenyl)-cyclopropyll- 

acetic acid; and 

(2-{4-[2-(6-Acetylamino-pyrid\2-y))-ethox y ]-phenyl}-c y clopropy1)-aceticac 1 d. 



81 A pharmaceutical composition\mprising a therapeutically effective amount 
of a compound of claim 66 and a pharWeutically acceptable earner. 

82 A pharmaceutical composition compri^na a therapeutically effective amount 
of a compound of claim 70 and a pharmaceutic acceptable earner. 

83. A method for treating conditions mediated bV a v p 3 integrin in amammal 
in need of such treatment comprising administering^ effective a v p 3 inhibiting 
amount of a compound of Claim 66. 

84. A method for treating conditions mediated by the aAntegrin in a mammal 
in need of such treatment compirisng administering an effete ^inhibiting 
amount of a compound of Claim 70. 

85. The method according to Claim 83 wherein the condition trea^d is tumor 

metastasis. 

86. The method according to Claim 84 wherein the condition treated i^tumor 
metastasis. 

87. The method according to Claim 83 wherein the condition treated is soli 
tumor growth. 

88. The method according to Claim 84 wherein the condition treated is solid 
tumor growth. 
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^The method according to Claim 83 wherein the condition treated is 

angiogenesis. 

90. TheWthod according to Claim 84 wherein the condition treated is 

angiogeneste. 

91 . The methVccording to Claim 83 wherein the condition treated is 

osteoporosis. 

92. The method acceding to Claim 84 wherein the condition treated is 

osteoporosis. 

93. The method according\ Claim 83 wherein the condition treated is humoral 

hypercalcemia of malignancy.^ 

9* The method according to C.a\84 wherein the condition treated is humora. 

hypercalcemia of malignancy. 

95. The method according to Claim 8 3 \erein the condition treated is smooth 

muscle cell migration. 

96. The method according to Claim 84 where\the condition treated is smooth 
muscle cell migration. 

97. The method according to Claim 83 wherein restenosis is inhibited. 

98. The method according to Claim 84 wherein restenosis is inhibited. 

99. The method according to Claim 83 wherein atherosclerosis is inhibited. 

100. The method according to Claim 84 wherein atherosceloW is inhibited. 

101 . The method according to Claim 83 wherein macular degeneration is 

inhibited. 

1 02. The method according to Claim 84 wherein macular degeneratio^ 

inhibited. 

1 03. The method according to Claim 83 wherein retinopathy is inhibited. 
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104. TlXethod according to Claim 84 wherein retinopathy is inhibited. 

105. The meLd according to Claim 83 wherein arthritis is inhibit d. 
loe! The methodVcording to Claim 84 wherein arthritis is inhibited. 

107 A method for t\ng conditions mediated by the « V (J 5 integrin in a mamma, 
in need of such treatme^mprising administering an effective a* inhibiting 
amount of a compound of Oteim 66. 

108 A method for treating conations mediated by the ct v Ps integrin in a mammal 
in need of such treatment compiris^g administering an effective « v B 5 inh,b,t,ng 
amount of a compound of Claim 70. 

109. The method according to Claim 1o\herein the condition treated is tumor 

metastasis. 

110. The method according to Claim 108 whe\n the condition treated is tumor 

metastasis. 

■ 111. The method according to Claim 107 wherein th^o ndition treated is solid 

tumor growth. 

112. The method according to Claim 108 wherein the cotton treated is solid 
tumor growth. 

113. The method according to Claim 107 wherein the conditiony ted is 

angiogenesis. 

114. The method according to Claim 108 wherein the condition treate* is 

angiogenesis. 

115. The method according to Claim 107 wherein the condition treated is 

osteoporosis. 

' 116. The method according to Claim 108 wherein the condition treated is 

osteoporosis. 
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1 1 7. \»e method according to Claim 1 07 wh rein the condition treated is 
humoral tWpercalc mia of malignancy. 

118. The meffwd according to Claim 108 wherein the condition treated is 
humoral hypercalcemia of malignancy. 

119. The method according to Claim 107 wherein the condition treated is smooth 
muscle cell migration. 

120. The method according^ Claim 108 wherein the condition treated is smooth 
muscle cell migration. 

121. The method according to ClairVl07 wherein restenosis is inhibited. 

122. The method according to Claim loWierein restenosis is inhibited. 

123. The method according to Claim 107 wh&rein atheroscelorosis is inhibited. 

124. The method according to Claim 108 whereir^atheroscelorosis is inhibited. 

125. The method according to Claim 107 wherein macular degeneration is 
inhibited. 

126. The method according to Claim 108 wherein macular ^generation is 
inhibited. 




127. The method according to Claim 107 wherein retinopathy is inhibited. 

128. The method according to Claim 108 wherein retinopathy is inhibi 
128. The method according to Claim 107 wherein arthritis is inhibited. 
130. The method according to Claim 108 wherein arthritis is inhibited. 
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